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REHAKKS 

Clain^a 1-13 are pending in the instant application. Claims 
1-13 have been rejected. Claims 2. 3, 4, 5, 6, 7, 9 and 13 have 
been amended. Claims 1 and 10 have been canceled. 
Reconsideration is respectfully requested in light of these 
amendments and the following remarks. 
1, Objection to Specification 

The Examiner has objected to the specification as containing 
embedded hyperlinks and/or other form of browser-executable code, 
specifically, the Examiner refers to page 8, line 28 of the 
specification. It is respectfully pointed out, however, that the 
symbols shown at this page are not hyperlinks nor patent numbers, 
but rather, as made clear at this section of the specification, 
reference numbers for standardized, sterilization protocols and/or 
validation tests well known to those skilled in the art. Thus 
MPEP §608.01 is not applicable in this case. 

Withdrawal of this objection is therefore respectfully 

requested. 

II. Rejection of Claims 1-13 under 35 U.S.C, S 112, first 
■ paragraph 

Claims 1-13 have been rejected under 35 U.S.C. § 112, first 
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paragraph. The Examiner has acknowledged the specification to be 
enabling for a Bcaf fold/matrix and niethod for producing and using 
the scaffold matrix wherein the scaffold matrix comprises a 
collagen/glycosaminoglycan co-precipitate that has been cross- 
linked with glutaraldehyde at a density sufficient to stabilize 
the scaffold to terminal sterilization by exposure to E-beam 
radiation at about 15 to about 80 kGy so the scaffold matrix 
retains characteristics to function as a structural support for 
cell and tissue growth. However, the Examiner suggests that the 
specification does not provide enablement for any compositions 
containing collagen and glycosaminoglycan sterilized by any 
method and retaining any characteristics to function as any 
matrix or scaffold. 

Thus, in an earnest effort to advance the prosecution of 
this case and in accordance with the Examiner' s acknowledgment of 
enabled subject matter,- Applicants have amended claim 13 to be 
drawn to a scaffold or matrix comprising a collagen and 
glycosaminoglycan co-precipitate cross-linked with glutaraldehyde 
at a density of cross-linkage which stabilizes the scaffold or 
matrix toward electron beam radiation at about 15 to about 80 kGy 
so that the matrix or scaffold retains characteristics to 
function as a structural support for cell and tissue ingrowth. 
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Purther, Applicants have canceled clai™ 1 and amended claims 2, . 
3, 4, 5, 6, 7 and 9 to ultimately depend from claim 13 and to 
mimil language of claim 13 acknowledged to be enabled by the 
Examiner by the instant specification. Claim 10 has been 
canceled in light of amendments to claim 13. The claims as 
amended are no longer drawn to any compositions containing 
collagen and glycosaminoglycan sterilized by any method and 
retaining any characteristics to function as any matrix or 
scaffold but rather specify that the invention is a scaffold or 
. matrix of a collagen and glycosaminoglycan co-precipitate cross- 
linked by glutaraldehyde at a density of cross-linkage which 
renders it stable toward the sterilization technique of electron 
beam radiation at about 15 to about 80 kGy and which retains the 
specific characteristics to function as a structural support for 
cell and tissue ingrowth. 

Withdrawal of this rejection under -35 U.S.C. § 112, first 
paragraph is respectfully requested in light of these amendments. 
III. Rejection of Claims 1-13 under 35 U.S.C. S 112, second 
paragrapli 

Claims 1-13. have been rejected under 35 U.S.C S 112, second 
paragraph, as being indefinite for failing to particularly point 
out and distinctly claim the subject matter which applicant 
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regards as the invention. Specifically, the Examiner suggests 
that bridging lines 1 and 2 of claim 1 stating ^collagen a 
glycosaminoglycan- is unclear as to meaning and scope. 

It is respectfully pointed out. however, that claim 1 has 
been canceled and claims 2, 3, 4, 5, 6. 7 and 9 have been amended 
to depend from claim 13. Claim 13 does not contain the language 
suggested to be unclear by the Examiner. Accordingly, these 
amendments render moot this rejection and withdrawal is 
respectfully requested. 

rv. Rejection of Claims 1-13 under 35 U.S.C. § 103(a) 

Claims 1-13 have been rejected under 35 U.S.C. § 103(a) as 
being unpatentable over Yannas et al. (U.S. Patent 4,060,081) or 
(U.S. Patent 4,280,954) in view of Cheung et al. The Examiner 
suggests that it would have been obvious to use gamma radiation 
for the sterilization of the cross-linked collagen/ 
glycosaminoglycan matrix of Yannas et al . to obtain the advantage 
of this sterilization as disclosed by Cheung et al. 

Applicants respectfully traverse this rejection. 
TO establish a prima, facie case of obviousness toward the 
claimed invention, three basic criteria must be met. First, 
there must be some suggestion or motivation, either in the 
references themselves or in the knowledge generally available to 
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one Of ordinary slcill in the art, to modify the reference or to 
coTnbine the reference teachings. Second, there must be a 
reasonable expectation of success. Finally, the prior art 
reference ntust teach or suggest all the claim limitations. See 
MPEP § 2143. 

The combination of references cited by the Examiner in the 
instant rejection fails to meet all these criteria with respect 
to the claims. 

At the outset. Applicants respectfully disagree with the 
Examiner regarding relevance of the teachings of Cheung et al. to 
the instant claimed invention. The teachings of Cheung at al. 
are related to collagen matrices, not cross-linked 
collagen/glycosaminoglycan matrices as claimed in the instant 
application. In addition. Cheung et al . teach use of gamma 
radiation, not electron beam radiation. 

Further, Applicants respectfully disagree with the 
Examiner' s characterization of the teachings of Cheung et al . 
contrary to the Examiner's suggestion, the Abstract of Cheung et 
al. does not teach that at «1 Mrad dosage, insignificant damage 
occurred". Instead, Cheung et al. states in the Abstract that at 
1 Mrad «less damage was caused to the collagen peptide backbone" . 
This is contrasted in the Abstract to ^significant damage" above 
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such aosage. -«her. Cheung et .1. cXearXy ^«ti°nB 
effectiveness of the radiation at a dosage of i Mxad to 
con^leteiv sterilise a material. .ccordingiy. .PPXi=-s 
respectfuny ai,a.«e with the K^^iner-s su^esticn that « 
,t al. teaches advantages o£ ,a^ radiation sterilisation when 
this reference clearly teaches so^e da^ge still occurs even at 
low doses where complete sterility is in question. 

xn addition, it is respectfully pointed out that the 1 «rad 
dosage taught by Cheung et al. corresponds to 10 HQy. A, 
discussed in Section IX. s«p«, claims o. the inst.nt application 
have been amended to clarify that the scaffold or r^trix is 
..able toward electron beam radiation at about X5 to about 80 
^Gy Clearly the reference of Cheung et al., teaching some 
aamage occurring at 1 Mrad or XO and "significant damage" 
^cve such dosage teaches away from any expectation whatsoever of 
a stabXe matri. or scaffold at greater dosages such as about XS 

to about 80 kGy. 

Further. Yannas et al. teaches standard cross-linking 
procedures such a. set forth in Exan^l. X of the instant patent 
application. E^eriments cohering cross-linlced collagen/ 
glycosaminoglycan matrices prepared in accordance with these 
standard cross- linlcing procedures with those prepared in 
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ri«acribed in the patent 
„co^..c. wi.. ... -.an. .nv.nt.on are .es ^ ^^^^^ 

^ -11 line 14 through page 13, J- me 
application at page H, 1"^® l* t y . . , As 

........ ..a-- 

.anna. a.. ^ no. «3.X. .n a s««o.a « ^^r^ " 
„...K =«..-es a =oXXa,« and .X.==sa^no..vcan cc-p.ec.p..a« 
..„3,-lin^e. «i.h glu.a„Xde.ya. a. a aenai.y o. =.c..-l.n^9. 
„..c. s.aMXi.,s .U, a««oXa o. ^..ix .owa^^d eXeCon ^a. 

..a«oX. «.ains ™.e.ia.i« function as a s.™aX 
„. .or ceXX ana .Xs.u. in.row... .n .aC. ..a Xna.XX..y .o 
.e^inalX. ..erXXX.e ..e ^.e.XaX o. e. aX. was .h. 

,.o.Xe» in ..a a« wnXo. .ne ins.an. inven.ion was das.^aa 

to overcoTtie. ^ 
..=ordXn.X., ..e sca«oXas of Vannas e. aX. are <iX..«en 
.he Xns.an. cXai^d invention, .hus. even if one o. s.. 
„ere »>.iva..a .o try to use ..e sa-. .«aaia.icn -^.hoa. of 
„ e. aX. ,aa3pi.e .eaCinas of aa™a,e even a. xower dose, 
.aalaexon ..an ae. for., in ..e cXai^ .ereln ana ^es.ions 
.,Xsea concerning efficacy of ..e s.eriXi.in. ^.hoa, on .ne 

y they wouXd not arrive at the instant 

natrlcea of Yannas at aX., they woux 

claimed invention. 
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^=o.a.n.IV, th. =o^ination of cite. re.e.»=a» provide. 

neither . motivation to cosine their ta.chin.. any 

i-eBnect to the instant 
reasonable e^eotation ot suoc... w.th reepect 

clai^d invention. .urt^r. the oo^ination of prior art 
references aoes not teach or su..est a .caf.old or ^tri. 
co^prisin, e coX.a.en and ...coea^no..vcan co-precipitate oroe - 
..„.ed With ,iutaraXdeh.ae at a density which atah.i..e. th 
eoaf foid or ^trix toward electron hea. radiation at about 
^ut SO .cay so that the matrix or acaffold retains 
Characteristics to function as a structural support for cell a^^ 

„th as claimed, thus failing to teach or suggest all 
tissue ingrowth as ciaiii>«". 

the Claim limitations, -erefore. the co^ination of references 
,ailB to meet the criteria as set forth in MPB. S 2143 to 
establish a prima facie case of obviousness. 

Withdrawal of this rejection is therefore respectfully 

V Rejection of Claims 1-4. ^ 

eiai^ U and 13 have been rejected under 35 U.S.C. S 

.0.<b, as beins anticipated by Vannas et al. Patent 
. „.„,0B1, or (U.S. patent .,.S0,.S4,. The Examiner suggests 
tLat the oross-lin.ed collagen glycosaminoglycan matrix of .annas 
et al is inherently cross-linHed sufficiently to retain 
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. .icB .fee. .«rili.i-g as re,^ired by «.e claims. 
^Ucan» .e.pe V ^^^^^^^^ 

«.„«3ic eviaenc. .us. ™a.e cX 

^„er is nacassa.il. .«se«. in ..e ...n. 

.efe.ance an* .Ha. it «ouia be racosn^zad by perso 

skill- • -y taach 

.s «.cussaa in s.«ion XV. supra, .anna. e. aX. t 

. , for cross-linlcing Which, contrary to th. 
«and.ra procaduras for ^^^^ 

= -„n.r's suggestion, do not rasult in a sea 

^.^ner = J' ^ g,,.osa^no,ly=an =o- 

clalmad »hich comprisas a o a , ^ . density of 

. =ross-lin).ed with glutaraiaehyda at a densxty 

prac.p.tate „ ^trix toward 

..oss-lin^9e whach stab. 
electron beam radiation at about is to a 

scaffold retains characteristics to function as a 
« ^^^^ ,„,.o»th. This is clearxy 

structural support for caix 
■ .e^nstrated by the comparative data presented .n the 
...licaticn. ^ius. contrary to the ^ner-s sug.e 
sufficient cross-lin.ing to produce a matrix »ith th. ^ 
surixcieiA «^r^^i ration is not 

o^racteristics as cXaln»d in the instant appl.ct.o 

. . et ax as sufficient cross-linkxng xs 
id^rent in Vannas et al. as 

™trated in the inst«.t patent application 
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^ • .^nordance with the teachings of Yannaa 
the matrices prepared m accordance witn 

et al in fact, the inability to te^nninally sterilize the 
^terial of .annas et al . was the exact prohle. in the prior art 
Which the instant invention was designed to overcome. 

Accordingly, the teachings of Yannas et al. do not 
anticipate the instant claitned invention and withdrawal of thxs 
.ejection under 35 U.S.C. . 102(b) is respectfully re<^ested. 

VI • Conclusion 

;.ppllca«s believe that the foregoing con^rlees a full and 
c^lete respcnee to the office .ction of record. Accordingly, 

.avorable reconsideration and a.b,e^ent allowance of the pendin. 

Claims is earnestly solicited. 



Respectfully submitta^, 

Kathleen A./^rreli 
RegiStratioVNo. 36,350 



Date: JaauaOL-ax_2004 

LICATA Et TYRREIiL P.C. 

66 East Main Street 

Marl ton, New Jersey 08053 

(856) 810-1315 



PAGE 22l22'RCVDAT1/9/20(l4 12:48:50 PM [Eastern Standard Tiine]*SVR:USP^^^ 



